GW26-e2462 Effects of Rosuvastatin on Aortic Artery and Expression of IL-6 as well as hs-CRPin ApoE-/- Mice  by Wang, Zhiyun
J O U R N A L O F T H E A M E R I C A N C O L L E G E O F C A R D I O L O G Y , V O L . 6 6 , N O . 1 6 , S U P P L S , 2 0 1 5 C45underwent surgical valve replacement. KCNN3 expression were
assayed by real-time quantitative PCR analysis.
RESULTS The mRNA expression levels of KCNN3 were obviously
increased in persistent atrial ﬁbrillation patients compared with SR
patients (p < 0.05). This was consistent with the change of current
density of apamin-sensitive SK channels.
CONCLUSIONS Our results demonstrated that SK3 are involved in
electrical remodeling of persistent atrial ﬁbrillation. The SK3 showed
increased expression in persistent atrial ﬁbrillation. These ﬁndings
provide a new insight into mechanisms of electrical remodeling of
human persistent atrial ﬁbrillation.
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N-epsilon-(carboxymethyl)lysine is associated with cardiac diastolic
dysfunction in alloxan-induced type 1 diabetic rabbits with early diabetic
cardiomyopathy
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OBJECTIVES Elevated diastolic left ventricular (LV) stiffness is an
important pathogenesis of cardiac diastolic dysfunction in diabetic
cardiomyopathy. It is not fully clariﬁed the contributors to passive
diastolic stiffness of ﬁbrosis, N-epsilon-(carboxymethyl)lysine (CML),
and cardiac titin in early diabetic cardiomyopathy.
METHODS We established alloxan-induced type 1 diabetic rabbits.
After 4 weeks, echocardiography and left ventricular cannulation
were performed in diabetic (D, N ¼ 15) and control rabbits (C, N ¼ 12) to
measure LV function. Masson stained tissue samples for calculation of
collagen volume fraction (CVF). LV collagen solubility was quantiﬁed
using the hydroxyproline assay. Immunohistochemical examinations
were performed to quantiﬁcation CML deposition. Cardiac total titin
and titin N2B/N2BA ratio were measured by gel electrophoresis, and
total titin, titin N2B and N2BA mRNA level expression was assessed by
Quantitative real-time PCR.
RESULTS Integrated approach identiﬁed that 4 weeks of diabetes
could induce LV diastolic dysfunction, while systolic function was
preserved. There was no difference between diabetic and control
rabbits in CVF (P＞0.05), while collagen solubility percentage (%)
was reduced in diabetic group (D, 40.432.75 vs. C, 50.222.99;
P<0.05). Immunohistochemistry CML scoring (score/mm2) showed
increased in diabetic group compared with control (D, 39.463.27
vs. C, 18.951.78; P<0.05), as well as there was a linear correlation
between myocardial CML content and the LV relaxation parameters
(T) (r ¼0.797, P <0.05). Diabetic hearts had signiﬁcant increases
expression of total titin (D, 3.460.58 vs. C, 10.2; P<0.05), titin
N2B (D, 6.670.75 vs. C, 10.1; P<0.05) and N2BA (D, 2.960.31 vs.
C, 10.1; P<0.05) in gene expression, but not in protein lever (P＞
0.05).
CONCLUSIONS In a short-standing alloxan-induced diabetic model,
ﬁbrosis and cardiac titin are not the necessary contributors to heart
diastolic dysfunction. Increased myocardial CML has been deﬁni-
tively linked to cardiac diastolic dysfunction in early diabetic
cardiomyopathy.
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Effect of Ruanmailing containing serum on twinﬁlin-1 in PDGF-activated
vascular smooth muscle cells
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OBJECTIVES It was conﬁrmed previously by our group that Ruan-
mailing component, one of traditional Chinese Medicine, may
inhibit migration of vascular smooth muscle cells (VSMCs) induced
by PDGF. In this study, we tested the effect of Ruanmailing con-
taining serum on twinﬁlin-1 in PDGF-induced VSMCs to further
illuminate the possible mechanism of Ruanmailing in anti-vascular
remodeling.
METHODS Ruanmailing containing serum was prepared from rats
after drug gavage every 12 hours for 5 days. VSMCs were isolated from
thoracic aortas of Sprague-Dawley rats. Cells at 90% conﬂuences were
passaged by trypsinization and cells between 3-5 passage were used
for experiment. Twinﬁlin-1 in cells was detected by confocal micro-
scope with Alexa647 staining. Structure of actin ﬁlament was detected
by FITC-phalloidine labeling under confocal microscope.RESULTS In quiescent cells without any stimulants in medium,
twinﬁlin-1 was localized in cytoplasm prominently around the nu-
cleus with no apparent stress ﬁbers in cells. Compared with the
control, after PDGF (10ng/ml) stimulation, twinﬁlin-1 was upregu-
lated and redistributed mainly from peri-nucleus to the whole
cytoplasm, especially lamellipodia and actin rich ﬁlopodias. Actin
cytoskeleton was rearranged with a cluster of stress ﬁbers intensely
distributed in cytoplasm. Interestingly however, after treatment
with 10% Ruanmailing containing serum, both expression and
redistribution of twinﬁlin-1 induced by PDGF were suppressed.
Twinﬁlin-1 scarcely localized to the lamellipodia and ﬁlopodias. The
stress ﬁber was markedly reduced and loosely arranged simulta-
neously. Treatment of 50mmol/l LY294002 leaded to the same
change of twinﬁlin-1 and cytoskeleton to that of 10% Ruanmailing
containing serum.
CONCLUSIONS PDGF induces expression and redistribution of
twinﬁlin-1 together with the reorganization of cytoskeleton in
VSMCs. Ruanmailing containing serum may suppress twinﬁlin-1 in
VSMCs and inhibit the rearrangement of actin cytoskeleton induced
by PDGF.
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OBJECTIVES There is a positive relationship between the imbalance
of sex hormone ratio and coronary heart disease(CHD). Aromatase is
a key enzyme in the conversion of androgen to estrogen and play
an important role in the balance of the sex hormone levels. There is
little related research. The goal of this study was to investigate the
interaction between the SNPs in CYP19 gene and coronary heart
disease.
METHODS We collect 1706 blood samples and use propensity score
matching techniques to match the confounding factors between
the case and control. Finally, the case-control study including 596
individuals was conducted to identify the association of three SNPs
in CYP19 with CHD by using c2 test or ﬁsher exact test and binary
Logistic regression analysis. Differences in lipids and the parameters
of echocardiography among individuals with different genotypes
were assessed by using one way analysis of variance(ANOVA).
RESULTS The distribution of rs2289105 in CYP19 gene showed a
signiﬁcant difference between CHD and controls(P¼0.014) and the
heterozygote GT has a signiﬁcant lower risk than the homozygous
wildtype GG((p¼0.0063 and OR¼0.575), ANOVA indicated the blood
lipids and the parameters of echocardiography among individuals
with different genotypes did not differ from case and control, at the
same time, although we ﬁnd out the distribution of rs4774585 may
be associated with CHD in Uygur population, after adjustment
for potential confounders, the associations are not statistically
signiﬁcant.
CONCLUSIONS The GT genotype of rs2289105 in CYP19 gene is asso-
ciated with CHD and might be a protective genetic marker of CHD.
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OBJECTIVES To aim the effects of Rosuvastatin on artic atery and
expressionof IL-6 as well as hs-CRP in ApoE-/-mice.
METHODS 30 male ApoE-/- mice were randomly divided into model
group, interventional group and control group. Model group and
interventional group were fed with high-fat diet, while control group
were fed with normal diet. Mice in interventional group were
administered orally with Rosuvastatin, once a day for 13 weeks. All
mice were sacriﬁced when the mice were 19 weeks old, blood was
collected and plasma triglyceride (TG), total cholesterol (TC), high
density lipoprotein cholesterol (HDLC), low density lipoprotein
cholesterol (LDL-C) were measured. and expression level of inter-
leukin-6 (IL-6) and high sensitive C reaction protein (hs-CRP) was
measured by double antibody clip art in ELISA detection. Aortic sec-
tions were stained with hematoxylin and eosin (HE)to observe the
aortic pathological changes in mice.
C46 J O U R N A L O F T H E A M E R I C A N C O L L E G E O F C A R D I O L O G Y , V O L . 6 6 , N O . 1 6 , S U P P L S , 2 0 1 5RESULTS Compared with model group, level of TC, TG, LDL - C in
ApoE-/-－mice in the intervention group was signiﬁcantly reduced (P <
0.05). Compared with model group, the level of IL-6 and hs -CRP, of
mice serum in intervention group was signiﬁcantly decreased (P <
0.05). Area of mice plaque within aorta endovascular in intervention
group was larger than control group by observing aortic pathological
ﬁndings, and less than model group (P < 0.05).
CONCLUSIONS Rosuvastatin not only can reduce the lipid levels
induced by high-fat diet ApoE-/-－mice, but also can lower expression
of cytokines in ApoE-/-－which promote he progression of atheroscle-
rosis The results suggest that the effects of Rosuvastatin on inhibiting
atherosclerosis and vulnerable plaques in ApoE-/-－ mice induced by
high-fat diet via down regulation the expression of IL-6 and hs-CRP
and reducing the inﬂammatory response.GW26-e2482
Glycyrrhizic acid and Glycyrrhetinic acid reduce the ROS by regulating
NADPH oxidases
Lei Zheng, Wei Wang, Shuzhen Guo
Beijing University of Chinese Medicine
OBJECTIVES Nox4 is a novel target of the inhibition of ROS genera-
tion for the treatment of heart failure, but none of the drugs under
research has be proved by clinical trial. According to our former re-
searches and the analyses of network pharmacology and bioinfor-
matics show that Glycyrrhizic acid, Glycyrrhetinic acid, may be the
effective components contained in Xinshuai Recipe which can inhibit
the NOX4 expression. This study is to clarify the effect of Glycyrrhizic
acid and Glycyrrhetinic acid to H9C2 in ROS.
METHODS H9C2 rat myocardial cell was used as the object of this
study. The toxicity of Glycyrrhizic acid and Glycyrrhetinic acid was
performed by MTT to ﬁnd the suitable concentration of these drugs.
These concentrations were used in laser scanning confocal micro-
scopy (LSCM), for ROS test. qPCR was used to test the expression of
NADPH related genes.
RESULTS The obvious toxicity of Glycyrrhizic acid was not found
with the max concentration (0.1ug/ul), in current study. (OD control
group:0.299þ0.06, OD20ug/200ul:0.3990.02). On the contrary, Gly-
cyrrhetinic acid’s was found (OD control group:0.324þ0.02, OD0.1ug/
ul:0.116þ0.004). And the effects of increasing the cells were both
found to the drugs(ODGlycyrrhizic acid 0.1mg/ul *10-8:0.4340.02,
OD Glycyrrhetinic acid 0.1mg/ul *10-8:0.3660.03). Under the concen-
tration(0.1mg/ul *10-8) which is lowest and no difference with
others which was able to increase the cell concentration, com-
pared with the control group, ROS was test. It seems ROS were
decreased obviously in both of the drugs, compared with the model
group (ROS model: 0.1150.012, ROSGlycyrrhizic acid: 0.0180.004,
ROS Glycyrrhetinic acid：0.0170.002.P<0.05). The amount of expression
for NOX4, p47phox, p67phox, p22phox (NADPH related genes) were
decreased, compared with the model group (Nox4model: 10.42, Nox4
Glycyrrhizic acid: 5.11, Nox4 Glycyrrhetinic acid: 1.19, Nox4 Apocynin: 1.88.
ph47,ph67, ph22, P<0.05).
CONCLUSIONS The Glycyrrhizic acid has not obvious toxicity to
H9C2, and can improve the cells in certain concentration. Under
the lowest promotion concentration Glycyrrhizic acid can decrease
the ROS level and the NADPH related genes which was raised by
AngII.
The Glycyrrhetinic acid has obvious toxicity to H9C2, and can
improve the cells in certain concentration. Under the lowest promo-
tion concentration, Glycyrrhetinic acid can decrease the ROS level,
and the NADPH related genes which was raised by AngII.GW26-e2483
Expression of Nerve Growth Factor and Sympathetic Neural Remodeling in
Spontaneously Hypertensive Rats
Yang Xi, Dan Yao, Ningling Sun
Peking University People’s Hospital
OBJECTIVES To evaluate the changes of nerve growth factor (NGF)
levels in plasma and left ventricle, the relationship between sympa-
thetic neural remodeling and structural remodeling in renal artery
during blood pressure increasing in Spontaneously Hypertensive Rats
(SHR).
METHODS Three groups of SHR, 6 week-old (pre-hypertension
stage), 12 week-old (blood pressure increasing stage), 24 week-old(stabilized hypertension stage) were studied. Age-matched Wistar
Kyoto (WKY) rats were as controls. With a noninvasive tail arterial
blood pressure measurement and analysis system, the blood pres-
sures of all rats were measured. The levels of NGF in plasma and
left ventricle were examined with enzyme-linked immunosorbent
assay. The sympathetic innervations were examined with anti-
tyrosine hydroxylase (TH) immunohistochemistry method. The
relationship between the levels of NGF with blood pressure was
also analyzed with Pearson correlation and multiple linear regres-
sion analysis. The arterial structure, the densities of sympathetic
innervation, which included innervation area/ total vascular area
(TA) and innervation area/ vascular wall area (WA), together with
the areas and the area ratio of sympathetic innervation were
studied. The relationship between sympathetic innervation with
arterial structure was also studied.
RESULTS There were no signiﬁcant differences between the levels of
plasmatic NGF in all week-old rats. The levels of left ventricular NGF
in all week-old SHRs were lower than that in age-matched WKY rat(6
week-old：202.456.34 ng/L vs 300.0116.28 ng/L; 12 week-old：
253.2736.50 ng/L vs 372.1960.04 ng/L; 24 week-old: 246.4838.88
ng/L vs 344.5115.88 ng/L, all P <0.01). Vascular structural remodel-
ing was observed in renal artery of 24 week-old SHR. In all week-old
SHRs, compared with all age-matched WKYs, the areas of sympathetic
innervation were larger and the densities of sympathetic innervation
were higher in renal arteries, but both without statistical signiﬁcance.
With Pearson correlation analysis, the level of NGF in left ventricle
correlated with systolic blood pressure (SBP), diastolic blood pressure
(DBP), mean blood pressure (MBP) negatively (r ¼ -0.687, P ¼ 0.000;
r ¼ -0.586, P¼0.001; r¼-0.616, P¼0.001 separately). The results of
multiple linear regression analysis showed that the level of NGF in left
ventricle had the signiﬁcant effect on SBP, DBP and MBP (P ¼ 0.000,
P ¼ 0.004, P ¼ 0.002 separately). The area of sympathetic innervation
correlated with internal diameter (ID) positively in renal artery (The
area of sympathetic innervation ¼ 5.768þ1.017 ID) and the ratio of
sympathetic innervation/total vascular area (TA) correlated with
vascular wall thickness (WT)/ID positively in renal artery (sympathetic
innervation/TA ¼ -0.344þ1.410 WT/ID).
CONCLUSIONS During blood pressure increasing, the expression of
NGF in left ventricle correlated with the level of blood pressure.
Meanwhile, vascular structural remodeling and sympathetic neural
remodeling in renal artery were observed and correlated.GW26-e2925
Clustering of favorable ApoE genotype in the long-lived cohort residing in
Guangxi Hongshui River Basin and its beneﬁcial effect on lipid proﬁles
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OBJECTIVES To look at the plausible correlation between the apo-
protein E (ApoE) polymorphism and serum lipid proﬁles in the oldest
old living along the river basin of Hongshui in Guangxi.
METHODS PCR-RFLP technique was employed to genotype the ApoE
gene for 521 extremely old subjects (90 yrs, long-lived group, LG)
and geographic and ethnic-matched counterparts (40-69 yrs, non-
long-lived group, non-LG). Correlation analysis was then performed to
evaluate the possible association between ApoE genotypes and lipid
(TC, TG, HDL-C and LDL-C) levels.
RESULTS i) In the overall population studied, the most dominant
ApoE genotype was E3/E3, followed by E2/3 and E3/4, with E2/2 and
E4/4 accounting for the least prevalent; allele ε2 and genotype E2/X
were signiﬁcant highly expressed while allele ε4 and genotype E4/X
were meagerly expressed in LG than were non-LG; no signiﬁcant
difference was observed onε3 and E3/3 between the two groups; these
trends did not change after sex stratiﬁcation.
ii) The levels of TC, HDL-C and LDL-C were evidently higher,
while level of TG was lower in LG than was controls, which
seemed to be independent of ApoE genotypes. However, intra-
group analysis revealed an increasing tendency of TC and LDL-C
levels and a decreasing trend of TC level when genotype was
switched from E2/X toward E3/E3 and E4/X in both groups,
regardless of sex.
CONCLUSIONS Favorable ApoE genotypes appear to cluster in the
long-lived cohort inhabiting in Guangxi Hongshuihe River Basin and
exert beneﬁcial effect on their lipid proﬁles, which may account for
one of the molecular bases of the longevity in the area.
